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Appendix A 

A Marked-Up Set of Claims Showing Amendments from Amendment C 

L (currently amended) A comnoun d, a tantomer of the compound, or a 
pharmaceuticallv-acceptable salt of the componnd or tautomer, wherein: of 
the compound corresponds in strncture to Formula IB; 




wher4H » 
astoR*: 

is selected from the group consisting of hydrogen hydrido , hydroxy, alkyl, 
cycloalkyl, alkenyl, cycloalkenyl, alkynyl, ar} l, ho to rocyclyl, cycloalkylalkylene, 
oycloalkenylalkylene, hcteroc^rciyian^yi c nc, haloalkyl, haloalkenyl, haloalkynyl, 
hydroxyalkyl, hydroxyalkenyl, hydroxyalkynyl, aralkyl, aralkenyl, aralkynyl, 
arylhotorocyclyl, carboxy, carboxyaDcyl, alkoxyalkyl, alkenoxyalkyl, alkynoxyalkyl, 
aryloxyalkyl, alkoxyaryl, hetcrocyclyloxynlkyl y alkoxyalkoxy, mercaptoalkyl, 
alkylthioalkylene, alkenylthioalkylene, alkyltiuoalkenylene, amino, aminoalkyl, 
alkylamino, alkcnylamino, alkynylamino, arylamino, hctcrocyclylamino^ alkylsulfinyl, 
alkenylsulfinyl, alkynylsulfinyl, arylsulfinyl, hotcrocyctyteulfinyl^ alkylsulfonyl, 
alkenylsulfonyl, alkynylsulfonyl, axylsulfonyl, h ct e rocycl>rl s ulfonyl» 
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alkylaminoalkylena, alkylsulfonylalkylene, acyl, acyloxycarbonyl, 
alkoxycarbonylalkylene, aryloxycarbonylalkylene, hotorocyclyloyycarbonylalkyl c nc, 
alkoxycarbonylarylene, aryloxycarbonylarylene, hctcrocyciyloxy^carbonylftryloitc» 
alkylcarbonylalkylene, arylcarbonylalkylene, h c t e rocycIylcflrbonylalkylp&o» 
alkylcaxbonylarylene, arylcarbonylarylene, hotorocyclylcarbonylaryl e ne, 
alkylcarbonyloxyalkylene, arylcarbonyloxyalkylene, hotoroe)^clyIcarboiiyl03Cyalkylonc» 
alkylcarbonyloxyarylene, and a rvlcarbonvloxyafvlene. 
h o terocyclylcarbonyloxj^flrylcpoj or 

corresponds in structure to bfts-Ae foimula (11); 

O .r26 



(CH2)i C N 

\r27 

H (II)iafid 

whcroini 

i is an integer from zero 0 to 9; and 

R is selected firom the group consisting of hydrogen, alkyl, axalkyl, h e terocyclylalkyl^ 
alkoxyalkylene, aryloxyalkylene, atninoalkyl, alkylaminoalkyl, arylaminoalkyl, 
alkylcarbonylalkylene, and aiylcarbonylalkylene » and hetcrocyclylcarbonylaminoal feylene; 

aad 

R^^ is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 
cycloalkylalkylene, araUcyl, alkoxycarbonylalkylene, and alkylaminoalkyl; and 

R^^ is selected from, the group consisting of ^CHR^^R^^^ alkyi, cycloalkyl, alkynyl. aiyl, 
hctorocyclyi, aralkyl, cycloalkylalkylene, cycloalkenylalkylene, cycloalkylarylene, 
cycloalkylcycloalkyl, hotcrocyclylalkylcnc» alkylarylene, alkylaralkyl, aralkylarylene, 
alkylhotorocyclyl, alkylhctorocyclylnlkylcnc, alkylhotorocyclylarylono^ aralkylhctcrooyclylj 
alkoxyaJkylene, alkoxyarylene, alkoxyaralkyl, a lk oxyh e terocycly l » alkoxyalkoxyarylene, 
aryloxyarylene, aralkoxyarylene, alkoxyhotorocyclylallcylciio y aryloxyalkoxyarylene, 
alkoxycarbonylalkylene, alkoxycarbonylhotorocyclyl, 

alRoxycftrbon3lhctcrocyclylcarbonylQlkylonc» aminoalkyl, alkylaminoalkylene, 
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arylaininocarbonylalkylenej, alkoxyarylaminocarbonylalkylene, aminocarbonylalkylene, 
arylaminocarbonylalkylene, alkylaminocarbonylalkylene, arylcarbonylalkylene, 
alkoxycarbotiylarylene, aryloxycarbonylarylene, alkylaryloxycarbonylarylene, 
arylcarbonylarylene, alkylarylcarbonylairylene, alkoxycarbonylhetcroeyclylftryl e ifl e y 
alkoxycarbonylalkoxylarylene, hctorocyGlylcarbonylftlkylaolc no ^ alkylthioalkylene, 
cycloalkylthioalkylene, alkylthioarylene, aralkylthioarylene, h e t e rocyclylthioar}icac» 
arylthioalklylarylene, arylsulfonylamiaoalkylene, alkylsulfonylarylene, and 
alkylaimnosulfonylarylcnei f wherein^ 

said alkyl, oycloalkyl, aryl, h e terocyclyl, aialkyl, hotorocyelylalkylei i ey 
allgylhoterocyctylarylcDc» alkoxyarylene, aryloxyarylene, arylaminocarbonylalkylene, 
axyloxyoarbonylaiylene, arylcarbonylarylene> alkylHiioarylcne, hcterocycljithiottiylonc^ 
arylthioalklylarylene, and alkylsulfoixylarylene i^e«^ may be optionally substituted 
with one or more radicals substituents independently selected &om the grottp 
consisting of alkvL halo, haloalkyl, alkoxy, keto, amino, nitro, and cyano; and w 
R ^is CHR^ ^ ^ wherein 
R^^ is alkoxycarbonyli ^ and 

R^^ is selected from the group consisting of aralkvL aralkoxyalkylene, 
hctcrocyclylallcylonc^nlkylhctorocyclylQlkylcnoi alkoxycarbonylalkylene, alkylthioalkylene, 
and aralkylthioalkylene^ ^ wherein: 

said aralkyl and hctcrocylcyl groups may be optionally substituted with one or 

more radical s substituents independently selected from the gronp consisting of alkyl 

and nitro; 

R^-mid^^ together with the nitro g en atom to which they arc attached form a 
hcterooycl e » wherein said hotcrocycio is o ptionally sab s tittttcd with one or more radicals 
indcpondontly selected from ftllQ^ aryl^ heterocyclyl^ hctcrocyclylallLylcnej 
ttlkylhctcrocyclyIaMcylonc» anloxyalkylcnc^ alL:oxyarylcnc, alkylaryloacyalkylciicy 
ttUcylcarbon^ij alk oa cycttrbopyl, aralkoKycarbonyl^ allgylamino and alltoxyearbonylamin ef 
wherein s aid aryl, hoterocyclylalkyleno and arylox}^alkylonc rgdicols may be optionally 
snb s titntcd with one or more radical s independently s olcctod from hnlogcn» alkyl and 
alkoxy; and 

R^ is piperidinyl substituted with: 
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one or more substituents indepepdentlv selected from the group conslstfag of 
hydroxyalkyl, hydroxyalkenyl, hydxoxyalkynyl, alkoxyalkylene, alkoxyalkenylene, 
alkoxyalkynylene, and hydroxyacyl, wherein^ 

said hydroxyalkyl, hydroxyalkenyl, hydroxyalkynyl, alkoxyalkylene, 
alkoxyalkenylene, alkoxyalkynylene, and hydroxyacyl substitntoiit s may be 
optionally substituted with one or more substituents independently selected from 
the grogp congfating of cvcloalkvl, alkyl, aryl, arylalkyl, and haloalkyi, «a4 
hctcroarylalkylj wherein: 

said cycloalkyl, alkyl, axyl, arylalkyl, and haloalkyl y-imd 
hetcroarylalkyl s nbstituonts may be optionally substituted with one or 
more substituents independently selected from the group consisting of 
alkylene, alkynylene, hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro, 
cyano, alkylsulfonyl, alkylsulfmyl^ alkylthio, alkoxyalkyl, and aryloxy, 
hctorocyclyl^ and hctoroaralkoxy; or is pipori d inyl substituted with 
one or more substituents independently selected from the gronp consisting of 
hydroxycycloalkyl and alkoxycycloalkyi, and wherein: 

said hydroxycycloalkyl and alkoxycycloalkyi snbstitncnt s may be 
optionally substituted with one or more substituents independently selected from 
the group consisting of cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl, «d 
h e teroarylailfcyl» whereim 

said cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl ^oBd 
hetcronrylnllq ^ l substituent s may be optionally substituted with one or 
more substituents independently selected from the group consisting of 
Xylene, alkynylene, hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro, 
cyano, alkylsulfonyl, alkylsulfinyl, alkylthio, alkoxyalkyl, and aryloxy 
hotcrocyclyl» and hcterouralkoxy ; and 
is selected from pyridinyl , pyrimidinyl» qninolinyl» ptirinyl» malcimidyl^ 
pyridonyl, thiagolyl» thiozolylnlkyl^ thiaaolylamia ey 
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o 



o o 



wherein tho pyridinyl» p>Tiinidinyl| quinolinyl^ purinyl^ iimloimidyl» pyridonyl^ 
thiflz61yl» thiflgolylalkyl^ thiazolylainiiio» 




O O 

g roups may be optionally substituted with one or more substituents independently selected from 
the group consisting of hydrogen, aryl, alkylamino, alkylthio, alkyloxy, aryloxy, arylamino, 
arylthio, and aralkoxy, whereini 

said aryl, alkylamino, alkylthio, alkyloxy, aryloxy, arylamino, arylthio, and 
aralkoxy sub s tituonte may be optionally substituted with one or more radical s 
snbstitaents independently selected from the group consisting of alkylene, 
alkenylene, hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, 
alkylsulfinyl, alkylthio, alkoxyalkyl, and aryloxy » hetorooyclylj and hctcroaralkox>^ ; 
and 

R"^ is s e lected from hydrido^ alkyl» alkcnylj, alls:ynyl^ cycloalkyly ej^oloalUcnyl» aryl^ 
Q ft d het e rocyclyl» wherein R' ^-fe ohenvl optionally substituted with one or more substituents 
independently selected from the group consisting of halo, haloalkyl, haloalkoxy, alkoxy, cyano, 
hydroxy, alkyl, alkenyl, and alkynyl, wherein: 

said haloalkyl, haloalkoxy, alkoxy, cyano, hydroxy, alkyl, alkenyl, and alkynyl 
gubstitucnts may be optionally substituted with one or more substituents independently 
selected from the group consisting of alkvlene, alkenylene, alkynylene, hydroxy, halo, 
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haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, aUcylsulfinyl, alkylthio, 
alkoxyalkyl, and aryloxy » h e terocyclyl y and - k<ytcroaralkoxy; or 
o r pharmacoutically acccptnb l o - salt or tautomer thereof . 

2. (currently amended) A compoun d, tantomer, or salt of Claim 1^ wherein t is 
piperidinyl substituted with one or more substituents independently selected from the gronp 
consisting of hvdroxvalkvL hydroxyalkenyl, hydroxyalkynyl, alkoxyalkylene, alkoxyalkenylene, 
alkoxyalkynylene, hydroxyalkylcarbonyl, hydroxyalkenylcarbonyl, and hydroxyalkynylcarbonyl, 
whereini 

said hydroxyalkyl, hydroxyalkenyl, hydroxyalkynyl, alkoxyalkylene, 
aUcoxyalkenyienCj, alkoxyalkynylene, hydroxyalkylcarbonyl, hydroxyalkenylcarbonyl, 
and hydroxyalkymylcarbonyl substitutont s may be optionally substituted with one or 
more substituents independently selected from the group consisting of cycloalkyl, 
alkyl, aryl, arylalkyl, and haloalkyl, and hotoroarylalkyl^ wherein: 

said oyoloalkyl, alkyl, aryl, arylalkyl, and haloalkyl it&bA 
hotoroar>1alkyl» substituent s may be optionally substttttted with one or more 
substituents independently selected fh>m the group consisting of alkylene, 
alkynylene, hydroxy, halo, haloalkyl, alkoxy^ keto, amino, nitro, cyano, 
alkylsulfonyl, alkylsulflnyl, alkylthio, alkoxyalkyl, and aryloxy , hctorocyclyl^ 
and h e teroaralkoxy; or 
is piporidinyl s ubstituted with on e or more s ub s tituents sc l octod from 
hydroxycycloalkyl^ n llfcoxyGycloalkyly and hydroxycycloalkylcarbonyl, whoroin s aid 
hydroxycycloalkyl, alkoxyoycloaUcyl^ and hydroxycycloalkylcarbonyl sub s titutents may bo 
optionally s ub s tituted with one or more sub s titu e nt s solccted from cycloflllQi^ all^1» aryU 
arylalkyla haIoalkyl> and hctcroar)iall£yl» wherein said cycloftlkyly ollcyl^ avyh arylalltyi^ 
h uloftlkyly flnd factor o nrylalkyl sub s tituents may be optionally s ub s titut e d wfth one or more 
substituont s s elected from alkylette^ alkynylene^ hydroxy^ holo^ haloalkyl» ttlkoxy» koto^ 
aminoi nitro, eyano^ ulkylsulfonyl^ ttUcyI$ulflnyl» ollcylthio^ all£ox}rtJlc^f^ arylox y ^ 
hetorocyclyl» aad heteroaralkoxy . 

Claim 3 (canceled). 
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4. (currently amended) A cottipoxmd ., tautomer, or salt of Claim U wherein; toviftg 
the compound corresponds in structure to Formula XB; 




± ^(XB)La!|d 

whcrcia 

Z rcpro s ont s a carbon atom or a nitrogen atom? 

is selected firom the grono consisting of hydrogen hydrido ^ hydroxy, alkyl, 
cycloalkyl, alkenyl, cycloaUcenyl, alkynyl, ar^iy hc tc rocyclyU cycloalkylalkylene, 
cycloalkenylalkylene, hctcrocyclylttlkylettc^ haloalkyl, haloalkcaiyl, haloalkyayl, hydaoxyalkyl, 
hydroxyalkenyl, hydroxyalkynyl, aralkyi, aralkenyl, aralkynyl, ar^ahotorocyclyli carboxy, 
carboxyalkylj alkoxyalkyl, alkeuoxyalkyl, alkynoxyalkyl, aryloxyalkyl, alkoxyaryl, 
hotorocyclyloyyalkyl^ alkoxyalkoxy, mercaptoalkyl, alkylttaoalkylene, alkenylthioalkylene, 
alkylthioalkenylene, amino^ aminoalkyi, alkylamino, alkenylamino, alkynylamino, arylamino, 
hctcroc yci lylftniiiio, alkylsulfinyl, alkenylsulfinyl, alkynylsulfinyl, arylsulfmyl, 
hctcrocyo l y ls ulfinylj alkylsulfonyl, aJkenylsulfonyl, alkynylsulfonyl, arylsulfonyl, 
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h€ t e rocyclylsulfonyl» alkylaminoaUcylene, alkylsulfonylalkylene, acyl, acyloxycatbonyl, 
alkoxycarbonylalkylene, aryloxycarbonylalkylene, h e torocyclyloxycarbonylalkylcno^ 
alkoxycarbonylarylene, aryloxycarbonylarylcne, hctorocyclyloxycarbonylanionO) 
alkylcarbonylalkylene, arylcarbonylalkylene, hctorocyclylcflrbonylalkyl e iiey 
alkylcarbonylarylene, arylcarboxiylarylene, h oterocyclylcarbonylarylono» 
alkylcarbonyloxyalkylene, aiylcarbonyloxyalkylene, h e tcrocyclylcarboayloyyallc^^cnos 
alkylcarbonyloxyarylene, and arylcarbonyloxyarylcaie ^ and hctorocyclylcftrbonyloxyaryloiio ; 
and 

is piperidinyl substituted with: 

one or more substituents fadependentlv selected ftom the group consisting of 
hydroxyalkylj hydroxyalkenyl, alkoxyalkylene, alkoxyalkenylene, hydroxyalkylcarbonyl, 
and hydroxyalkenylcarbonyl, whereini 

said hydroxyalkyl, hydroxyalkenyl, alkoxyalkylene, alkoxyalkenylene, 
hydroxyalkylcarbonyl, and hydroxyalkenylcarbonyl sabstitutont s may be 
optionally substituted with one or more substituents independently selected from 
the group consisting of cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl r^nd 
hctoroaryiolkyl , wherein: 

said cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl r«»d 
hctcroarylalkyl substituents may be optionally substituted with one or 
more substituents independently selected from the group consisting of 
alkylene, alkynylene, hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro> 
cyano, alkylsulfonyl, alkylsulfinyl, alkylthio, alkoxyalkyl, and aryloxy, 
hctorocyclylj and hctcroarall£ox>i or is piperidinyl snbatitntod with 
one or more substituents independentjy selected from the gronn consisting of 
hydroxycycloalkyl and hydroxycycloalkylcarbonyl, whereini 

said hydroxycycloalkyl and hydroxycycloalkylcarbonyl w ibstitutonts may 
be optionally substituted with one or more substituents indeoendentlv selected 
from the group consisting of cvclQalkvl alkyl, aryl, arylalkyl, md haloalkyl, 
and hotcroarylall<yl, wherein: 

said cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl ^-ssd 
hotoronrylalltyl substitucnte may be optionally substituted with one or 
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more substituents independently selected £bom the group consisting of 

alkylene, alkynylene, hydroxy, halo, haloalkyl, alkoxy, keto» amino^ nitre, 
cyano> alkylsulfonyl, alkylsulfinyl, alkylthio, alkoxyalkyl, and aryloxy ? 
het e rocyclyli and hotoroarnlkoacy ; and 
R"^ is solcctod fr o m cycloalkyly cycloalk e nyli aryl» and hetorocyc!}1» whoroin R^ 4» 
phepYl optionally substituted with one or more substituents independently selected from the 
g roup consisting of halo, haloalkyl, haloalkoxy, alkoxy, cyano, hydroxy, alkyl, alkenyl, and 
alkynyl, whereim 

said haloalkyl, haloalkoxy, alkoxy, hydroxy, alkyl, alkenyl, and alkynyl 
s ub s titn e nt s may be optionally substituted with one or more snbstitnents independently 
selected from the groan consisting of alkylene^ alkenylene^ alkynylene, hydroxy, halo, 
haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, alkylsulfmyl, alkylthio, 
alkoxyalkyl, and aryloxy » heterocyelyl» and "h e teroaffftlkoaEy ; and 

represents one or more substituents indep^dently selected from the group consisting 
of hydrogen, aryl, alkylamino, alkylthio, alkyloxy, aryloxy, arylamino, aryithio, and aralkoxy, 
wherein; 

said aryl, alkylamino, alkylthio, alkyloxy, aryloxy, arylamino, aryithio, and 
aralkoxy s ubstituonts may be optionally substituted with one or more substituents 
independently selected from , the jproup consisting of alkylene, alkenylene, hydroxy, 
halo, haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, alkylsulfinyl, alkylthio, 
alkoxyalkyl, and aryloxy ^ hctcrocyclyl» nnd hctcroaralltoxy} or 
ft pharmoceutically - acc e ptabie s alt or tautomcr - thcroof . 

5, (currently amended) A compoun ds tautomer^ or salt of Claim 4^ wherein is 
piperidinyl substituted with at least one $ub$titiient attached to the distal nitrogen heteroatom or 
to a carbon ring atom adjacent to the distal nitrogen heteroatom of the piperidine ring. 

Claims 6 nnd 7 (canceled). 

8. (currently amended) A compoun d, tautomer. or salt of Claim 4^ wherein R' is 
selected from the group consisting of hvdrldo hydrogen, alkyl, hydroxyalkyla and alkynyl 
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9. (currently amended) A compoun d, taatomer, or salt of Claim 4^ wherein is 
hydrido hydrogen . 

10. (currently amended) A compound , tautomer. salt of Claim 4^ wherein R'^ is 
piperidinyl substituted with at least one substituent selected from the gronp consistiog of lower 
hydroxyalkyl, lower hydroxyalkylcarbonyl;i and hydioxycycloalkylcarbonyl. 

1 1 . (currently amended) A compoun ds tautomer, or salt of Claim 4^ wherein R"* is 
optionally s ub s tituted phenyl optionaUv substituted with one or more substitaents 
independently selected from halo . 

12. (currently amended) A compoun d, tautomer, or salt of Claim 4^ wherein R^ is 
phenyl optionally substituted at n sub s titutablc position with one or more radicate substituents 
independently selected from the group consisting of chloro, fluoro, bromoj and iodo. 

13. (currently amended) A compoun di> tautomer. or salt of Claim 4, wherein R* is 
phenyl optionally substituted at the meta or para position with one or more chloro radical s 
substituents , 

1 4. (currently amended) A compoun d, tautomer, or salt of Claim 4a wherein R^ is 
hydrido hydrogen . 

15. (currently amended) A compoun d, tautomer, or salt of Claim 1 , wherein; haying 
the compound corresponds in structure to Formula XX: 



06/05/03 THU 20:26 [TX/RX NO 8183] il012 



JUN-215-2003 19 : 22 



HARNESS, DICKEY. Sc PIERCE 



314 726 7501 P. 13/45 



Examiner Taofiq A. Solola 
June 5, 2003 
Page 12 of 44 




whcrcini 

Z represents a carbon atom or a nitrog e n atom; 



R is selected from the group consisting of hydroxyalkyl, 
hydroxyalkylcarbonyli and alkoxyalkylene, wherein: 

said hydroxyalkyl, hydroxyalkylcarbonylji and alkoxyalkylene maybe 
optionally substituted with one or more substituents independently selected from 
the gronp consisting of cvcloalkvL alkyl, aryl, arylalkvL and haloalkvL «n4 
hctoroaryialkyl^ wherein: 

said cycloalkyl, alkyl, aryl, arylalkyl, and haloalkyl , and 
hfeteroarylttllKyi snb s titnonts may be optionally substituted with one or 
more substituents independently selected from the group consisting of 
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alkylene, alkynylene, hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro, 

cyano, alkylsulfonyl, alkylsulfinyl> alkylthio, alkoxyalkyl, and aryloxy, 

h e tcrocyclyl» and ji e teroaralkox y ; " or 
R'^'^ is hydroxycycloalkylcarbonyl tbd(4s optionally substituted with one or more 
substituents independcntlv selected from the group consisting of cycloalkyl, alkyl, aryl, 
arylalkyl, and haloalkyl, and hotor o ar^ioikyl^ wherein: 

said cycloalkyl, alkyl, aryl, arylalkyl» and haloalkyl ^ ond h e t e ronrj^nlkyl 
s abstitnente may be optionally substituted with one or more substituents 
independenttiv selected from the gronp consisting of alkylene, alkyaylene, 
hydroxy, halo, haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, 
alkylsulfinyl, alkylthio, alkoxyalkyl, md aryloxy j hcterocyclyl^ nnd 
hctoronrolkoxy ; and 

R"*^^^ and R'*^^^ are independently selected from the group consisting of hydrogen, halo, 
haloalkyl, haloalkoxy, alkoxy, cyano, hydroxy, alkyl, alkenyl, and alkynyl, wherein: 

said haloalkyl, haloalkoxy, alkoxy, hydroxy, alkyl, alkenyl, and alkynyl 
sub s tituont s may be optionally substituted with one or mote substitaents independently 
selected from the gro up consisting of alkvlene, alkenylene, alkynylcne, hydroxy, halo, 
haloalkyl, alkoxy, keto, amino, nitro, cyano, alkylsulfonyl, alkylsuljanyl, alkylthio, 
alkoxyalkyl, and aryloxy r hotcrocyclyl^ and h e t e roarnlkoxy ; and 
R"^^^ is selected from the group consisting of hydrogen, aryl, alkylamino, alkylthio, 
alkyloxy, aryloxy, arylamino, arylthio, and aralkoxy, wherein; 

said aryl, alkylamino, alkylthio, alkyloxy, aryloxy, arylamino, arylthio, and 
aralkoxy substitnonts may be optionally substituted with one or more substitnents 
independ ently selected from the grono consisting of alkvlene. alkenylene, hydroxy, 
halo, haloalkyl, alkoxy, keto, amino, nitro, cyamo, alkylsulfonyl, alkylsulfinyl, alkylthio, 
alkoxyalkyl, and aryloxy » hcterocyolylj ond hcteroarolkoxy; e y 
g pharmacontieally ftcccptgblc snlt or tgntomer tlicrcof, 

16. (curreiafly amended) A compoun d, tautomer. or salt of Claim 15^ wherein: 
astoR^^'^ 
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R^^ is selected from the group consisting; of lower hydroxyalkyi, lower 
hydroxyalkylcarbonyl^ and lower alkoxyalkylene, wh^eini 

said lower hydroxyalkyl, lower hydroxyalkylcarbonyli and lower 
alkoxyalkylene may be optionally substituted with one or more substituents 
independently selected from the grottp consisting of cycloalkyl, lower alkyi, 
phenyl, lower phenylalkyl, and lower haloalkyl, and lower hcteroarylflHfeyl^ 
wherein: 

said cycloalkyl, lower alkyl, phenyl, lower phenylalkyl, and lower 
haloalkyl > and lower hotoroarylalkyl substitnonts may be optionally 
substituted with one or more substituents independently selected &om the 
group consisting of lower alkylene, lower alkynylene, hydroxy, halo, 
lower haloalkyl, lower alkoxy, keto, amino, nitro, cyano, lower 
alkylsulfonyl, lower alkylsulfinyl, lower alkylthio, lower alkoxyalkyl, and 
phenyloxy ^ h e terocyciylj and lower heteroarolteoxy ; or 
R"*^^ is hydroxycycloaJkylcarbonyl tiia^ optionally substituted with one or more 
substituents Independently selected from the gropp consisting of cvcloalkvL lower 
alkyi, phenyl, lower phenylalkyl, and lower haloalkyl, and lower hotcroarylttlkyl^ 
whereim 

said cycloalkyl, lower alkyl, phenyl, lower phenylalkyl, and lower 
haloalkyl » and lower hctcroarylalkyl s nb s titucnt s may be optionally substituted 
with one or more substituents independently selected from the group consisting 
of lower alkylene, lower alkynylene, hydroxy, halo, lower haloalkyl, lower 
alkoxy, keto, amino, nitro, cyano, lower alkylsulfonyl, lower alkylsulfinyl, lower 
alkylthlo, lower alkoxyalkyl, and aryloxy » hcterocyclyl» and lowor 
hotoroaraikoxy ; and 

R^^"^ and R"*^^*^ are independently selected from the group consisting of hydrogen, halo, 
lower haloalkyl, lower haloalkoxy, lower alkoxy, cyano, hydroxy, lower alkyl, lower alkenyl, 
and lower alkynylj, wherein; 

said lower haloalkyl, lower haloalkoxy, lower alkoxy, cyano, hydroxy, lower 
alkyl, lower alkenyl, and lower alkynyl snbstitnonts may be optionally substituted with 
one or more substituents independently selected from the gronp consisting of lower 
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alkylene, lower alkenylene, lower alkynylene, hydroxy, halo, lower haloalkyl, lower 
alkoxy, keto, amino, nitro, cyano, lower alkylsulfonyl, lower alkylsulfinyl, lower 
alkylthio, lower alkoxyalkyl, and phenyloxy » hetorocyclyl» and lowor hotorottrateox^^ ; 
and 

R"^^^ is selected from the sroup consisting of hydrogen, phenyl, lower alkylamino, lower 
alkylthio, lower alkyloxy, phenyloxy, phenylamino, phenylthio, and phenylalkoxy, wherein: 
said phenyl, lower alkylamino, lower alkylthio, lower alkyloxy, phenyloxy, 
phenylamino, phenylthio, and phenylalkoxy may be optionally substituted with one or 
more substitnents independentlv selected from the group consisting of lower 
alkylene, lower alkenylene, hydroxy, halo, lower haloalkyl, lower alkoxy, keto, amino, 
nitro, cyano, lower alkylsulfonyl, lower alkylsulfinyl, lower alkylthio, lower alkoxyalkyl, 
and phenyloxy ^ het e rocycly^ a i id low e r het e roarolteoKy^ -or 
n phnrmnceuticallyacc e ptabl cs alt or tantomcr thereof > 

Claims 17 and 18 (canceled), 

19, (currently amended) A compoun d, tautomer. or salt of Claim 15^ wherein R'*^ is 
optionally-substituted hydroxyalkylcarbonyl. 

20. (currently amended) A compound s tautomer^ or salt of Claim 15i wherein R"^^^ is 
optionally-substituted hydroxycycloalkylcarbonyL 

2L (currently amended) A compoun ds tautomer^ or salt of Claim ISa wherein R'^*^^ is 
optionally^isubstituted alkoxyalkylene. 

22. (currently amended) A compoun d, tautomer, or salt of Claim 15j wherein R"^^ is 
optionally-substituted hydroxyalkyl. 

23, (currently amended) A compoun di tautomer. or salt of Claim IS^ wherein «^ 
R'*^^* repres e nts one or mo f c is selected from the group consisting of chloro, fluoro, bromoa 
and iodo. 
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24. (currently amended) A compoun ds tautomer. or salt of Claim 1 5^ wherein K*** 
R"^^^* is selected from the group consisting of meta-chloro w and para-chloro. 

25. (currently amended) A compoun d tautomer^ or salt of Claim IS^ wherein R^^^ is 
hydrido hydrogen . 

26. (currently amended) A cQmt>o\m d> tautomer. or salt of Claim 15^ wherein: 
R'*^^ is optionally substituted lower hydroxyalkylcarbotiyl; and 

R'*^'* is selected from the group consisting of chloro, fluoro, bromo^ and iodo; and 
R"^^^ is liydride hydrogen . 

27- (currently amended) A compoun di tautomer, or salt of Claim 15^ wherein: 

R"**^^ is selected from the gronp consisting of optionally substitnted 2-hydroxyacetyl, 2- 
hydroxy-propriony], 2~hydroxy-2-methylpropionyl, 2-hydioxy-2-phenylacetyl, 3- 
hydroxyproprionyl, 2-hydroxy-3-methylbutyryl, 2-hydroxyisocapropyl, and 2-hydroxy-3- 
phenylproprionyl ^ and 2 - hydroxy 3 imidozolylproprionyl ; and 

R'*^^^ is selected from the group consisting of chloro, fluoro, bromo^ and iodo; and 

R"^^^ is hydrido hydrogen , 

28. (currently amended) A compoun d, tautomer^ or salt of Claim 27^ wherein R"*^^^ is 
selected from the group consisting of meta-chloro or and para-chloro, 

29. (currentiy amended) A compoun d, tautomer. or salt of Claim 27^ wherein; 
R"**^^* is para-chloroj and 

R40ib hydrogen. 

30. (currently amended) A compoun d, tautomer. or salt of Claim 15^ wherein: 
R^^*^ is optionally substituted lower hydroxycycloalkylcarbonyl; and 

R^^^* is selected from the group consisting of chloro, fluoro, bromo, and iodo; and 
R"*^^ is hydk^do hydrogen . 
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3 1 . (currently amended) A compoun d, tautomer. or salt of Claim 1 5^ wherein: 
R"*^^ is selected from the group consisting of optionally substituted 1 -hydroxy- 1- 

cyclohexylacetyl, 2-hydroxy-l-cyclohexylacetyl, 3-hydroxy-l-cycIohexylacetyl, 4-hydroxy-l- 
cyclohexylacetyl, 1 -hydroxy- 1-cyclopentylacetyl, 2-hydroxy-l-cyclopentylacetyl, and3- 
hydroxy-l-cyclopentylacetyl, 2-hydroxy-2-cyclohexylacetyl; and 

R^^® is selected from the group consisting of chloro, fluoro, bromoj and iodo; and 

R"*^^ is tev^dride hydrogen . 

32. (currently amended) A compoun d, tautomer, or salt of Claim 31^ wherein R^^^* is 
selected from the group consisting of meta-chloro w and para-chloro. 

33. (currently amended) A compoun d, tautomer, or salt of Claim 15a wherein; 
R"*^ is optionally substituted lower hydroxyalkyl; and 

R""^^ is selected from the group consisting of chloro, fluoro, bromoa and iodo; and 
R"*^^ is hydrid e hydrogen , 

34. (currently amended) A compoun d, tautomer, or salt of Claim 15^ wherein: 
R"^^^ is selected from the group consisting of optionally substituted hydroxymethyl, 

hydroxyethyl, hydroxypropyl and hydroxyisopropyl; aud 

R"**^^* is selected from the group consisting of chloro, fluoro, bromo^ and iodo; and 
R"*^^ is hydrido hydrogen , 

35. (currently amended) A compoun d, tautomer. or salt of Claim 34^ wherein R'*^^^ is 
selected from the gronp consistmg of meta-chloro or and para-chloro. 

36. (currently amended) A compoun d, tautomer, or salt of Claim 1 5^ wherein: 
R"^*^ is optionally substituted lower alkoxyalkylene; and 

R"^*^ is selected from the group consisting of chloro> fluoro, bromoj and iodo; and 
R"^^^ is hydrido hydrogen . 
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37. (currently amended) A compoim d tautomer, or salt of Claim 15^ wherein: 

R"*^^ is selected from the group consisting of optionally substituted methoxymethylene, 
methoxyethylene, methoxypropylene, mcthoxyisopropylene, ethoxytaethylene, ethoxyethylene, 
ethoxypropylene, and ethoxvisoproovlen e; apid v 

R"^^^^ is selected from the grottP consisting of chloro, fluoro> bromOj and iodo; and 

R"^^^ is hydrid e hydrogen . 

38. (currently amended) A compoun d, tautomer^ or salt of Claim 37^ wherein R"*^^*^ is 
selected from the group consisting of meta-chloro Of and para-chloro. 

Claims 39-131 (canceled). 

132. (currently amended) A phamiaceutioal compositio n, wherein; 

the Pharmaceutical composition comprises w mprising a therapeutically-effectiye 
amount of a compound or a oharmaceutically-acceptable salt of the componnd; and y 

said compound is selected from the group consisting of compounds recited in claim of 
any one of Claim s 1 y 39^ 71^ 8 2 and 9 4 » or a pharmac e ntically acceptable salt thorc el. 

133. (currently amended) A method fm; of treating a TNF tumor necrosis factor 
mediated disorder, wherein: 

said method comprises compri s ing treating a the subject haying or susceptible to such 
disorder with a ttierapeutioally-effective amount of a compound or a pharmaceiiticallV" 
acceptable salt thereol and 

said compound is selected from the group of compounds recited in claim of any one of 
€)ai8is 1 y 39^ 7ly 8 2 and 9 4 , or a pharmaconticQny acceptable salt thoroof . 

134. (currently amended) A method for of treating a p38 kinase mediated disorder, 
wherein; 

said method comprises comprising treating a ^ subject having or susceptible to such 
disorder with a therapeutically-effective amount of a compound or a pharmaceuticallv^ 
acceptable salt thereof, and 
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said compound te selected fiom the group of compounds recited in claim of any one of 
Claim 1 » 39y 71» 8 2 and 9 4 » or a pharroacowtically accoptablc s uit tiioroof . 

1 35 , (original) The method of Claim 134 wherein the p38 kinase mediated disorder is 
selected from the gi-oup of disorders consisting of bone resorption, graft vs. host reaction, 
atherosclerosis, arthritis, osteoarthritis, rheumatoid arthritis, gout, psoriasis, topical inflammatory 
disease state^, adult respiratory distress syndrome, asthma, chronic pulmonary inflammatory 
disease, cardiac reperfusion injury, renal reperfusion injury, thrombus, glomerulonephritis, 
Crohn's disease, ulcerative colitis, inflammatory bowel disease and cachexia. 

136, (original) The method of Claim 134 wherein the p38 kinase mediated disorder is 
inflammation. 

137, (original) The method of Claim 134 wherein the p38 kinase mediated disorder is 
arthritis. 

138- (original) The method of Claim 134 wherein the p38 kinase mediated disorder is 

asthma. 

139. (currently amended) A method for of treating inflammation, wherein; 
said method comprises compri s ing treating a the subject having or susceptible to 

inflammation with a therapeutically-effective amount of a compound or a pharmaceuticaliv- 
acceptable salt tliereof , and 

said compound is selected from the group of compounds recited ip claim of any one of 
€Mbi» 1 39y71^ -ft 2 and 91^ or a pliarmaconticnlly acceptable salt ther e of , 

140. (currently amended) A method for treating arthritis^ wherein; 

said method comprises comprising treating a tito subject having or susceptible to 
arthritis witti a therapeutically-effective amount of a compound or a pharmaceuticallV" 
acceptable salt thereof, and 



06/05/03 THU 20:32 [TX/RX NO 8184] 21008 



JUN-05-2003 19:23 HARNESS, DICKEY, 8, PIERCE 314 726 7501 P. 21/45 

Examiner Taofiq A, Solola 

June 5, 2003 
Page 20 of 44 

said compound selected from the groap of compounds recited in claim of any one of 
QlftHiis 1 , 39» 71 1 82 adid 9 4 » or a pharroacontieally accoptftblc salt tiiorcof . 



Claims 141-160 (canceled). 



161. (new) A pharmaceutical composition, wherein; 

the pharmaceutical composition comprises a therapeutically-effective amount of a 
compound or a pharmaceutically-acceptable salt of the compound; and 

said compound is selected from the group consisting of compounds recited in claim 4. 

162. (new) A method for treating a tumor necrosis factor mediated disorder, wherein: 
said method comprises treating a subject having or susceptible to such disorder with a 

therapeutically-effective amount of a compound or a pharmaceutioally-acceptable salt thereof 
and 

said compound is selected from the group of compounds recited in claim 4, 

163. (new) A method for treating a p38 kinase mediated disord^r^ wherein: 

said method comprises treating a subject having or susceptible to such disorder with a 
therapeutically-effective amount of a compound or a phaimaceutically-acceptable salt thereof, 
and 

said compound is selected from the group of compounds recited in claim 4. 

164. (new) The method of Claim 163, wherein the p38 kinase mediated disorder i$ 
selected from the group of disorders consisting of bone resorption, graft vs. host reaction, 
atherosclerosis, arthritis, osteoarthritis, rheumatoid arthritis, gout, psoriasis, topical inflammatory 
disease state, adult respiratory distress syndrome, asthma, chronic pulmonary inflammatory 
disease, cardiac reperfusion injxiry, renal reperfusion injury, thrombus, glomerulonephritis, 
Crohn's disease, ulcerative colitis, inflammatory bowel disease, and cachexia. 

165. (new) The method of Claim 163, wherein the p38 kinase mediated disorder is 
inflammation. 
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1 66. (new) The method of Claim 163, wherein the p38 kinase mediated disorder is 
arthritis. 

167. (new) The method of Claim 163, wherein the p38 kinase mediated disorder is 

asthma. 

168. (new) A method for treating inflammation, wherein; 

said metliod comprises treating a subject having or susceptible to inflammation with a 
therapeutically-effective amount of a compound or a phaimaceutically-acceptable salt thereof, 
and 

said compound is selected from the group of compounds recited in claim 4, 

169. (new) A method for treating arthritis, wherem: 

said method comprises treating a subject having or sxisceptible to arthritis with a 
therapeutically-effective amount of a compound or a phaimaceuticaHy-acceptable salt thereof, 
and 

said compoimd is selected from the group of compounds recited in claim 4, 

170. (new) A pharmaceutical composition, wherein: 

the phaimaceutical composition comprises a therapeutically-effective amount of a 
compound or a pharmaceutically-acceptable sah of the compound; and 

said compound is selected from the group consisting of compounds recited in claim 15. 

171. (new) A method for treating a tumor necrosis factor mediated disorder, wherein: 
said method comprises treating a subject having or susceptible to such disorder with a 

therapeutically-effective amount of a compound or a pharmaceutically-acceptable salt thereof, 
and 

said compoxmd is selected from the group of compoimds recited in claim 15. 

172. (new) A method for treatmg a p38 kinase mediated disorder, wherein; 
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said method comprises treating a subject having or susceptible to such disorder with a 
therapeutically-effective amount of a compound or apharmaceutically-acceptable salt thereof, 
and 

said compound is selected from the group of compounds recited in claim 15. 

173. (new) The method of Claim 172, wherein the p38 kinase mediated disorder is 
selected from the group of disorders consisting of bone resorption, graft vs. host reaction, 
atherosclerosiSj arthritis, osteoarthritis, rheumatoid arthritis, gout, psoriasis, topical inflammatory 
disease state, adult respiratory distress syndrome, asthma, chronic puhnonary inflammatory 
disease, cardiac reperfusion injury, renal reperfusion injury, thrombiis, glomeralonephritis, 
Crohn's disease, ulcerative colitis, inflammatory bowel disease, and cachexia, 

174. (new) The method of Claim 172, wherein the p38 kinase mediated disorder is 
inflammation. 

175. (new) The method of Claim 172, wherein the p38 kinase mediated disorder is 
arthritis, 

176. (ttcw) The method of Claim 172, wherein the p38 kinase mediated disorder is 

asthma. 

1 77. (new) A method for treating inflammation, wherein: 

said method comprises treating a subject having or susceptible to inflammation with a 
therapeutically-effective amount of a compound or a pharmaceutically-acceptable salt thereof, 
and 

said compound is selected from tiie group of compounds recited in claim 15, 

1 78. (new) A method for treating arthritis, wherein: 

said method comprises treating a subject having or susceptible to arthritis with a 
therapeutically-effective amount of a compound or a pharmaceutically-acceptable salt thereof, 
and 
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said compound is selected from the group of oompoxmds recited in claim 15, 

179. (new) A process for making a compound, tautomer, or salt recited in claim 1 , 
wherein: 

the process comprises cyclizing an acyl hydiazone to form a compound corresponding in 
structure to Formula IB; and 

the acyl hydrazone corresponds in structure to the following formula: 



Formula IB, R\ R^, R^, and R'* are as defined in claim 1. 
180. (new) The process according to Claim 179, wherein: 

the acyl hydrazone is formed by a process comprising reacting a ketone with an acyl 
hydrazide; and 

the ketone corresponds in structure to the following formula: 




r3 



; and 




; and 



the acyl hydrazide corresponds in stmcture to the following formula: 




; and 



r\ R^, and R"^ are as defined in Claim 179, 
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180. (new) The process according to Claim 179, wherein: 

the acyl hydrazone is formed by a process comprising: 

reacting a ketone with a hydrazine to form a substituted hydrazide, and 
reacting the substituted hydrazide with an acyl halide; and 

the ketone corresponds in structure to the following formula: 




the hydrazine corresponds in structure to the following formula: 



\ 

HN NH2 ; and 



the substituted hydrazide coiresponds in structure to the following formula: 




R3 



;and 



the aoyl halide coiresponds in structure to the following formula: 



O 




X is halogen; and 



K R^, R^ and R"* are as defined in Claim 179. 
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